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The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 . 1 36(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )[3 Responsive to communication(s) filed on 21 November 2001 . 
2a)D This action is FINAL. 2b)IEI This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 
closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11 ( 453 O.G. 213. 

Disposition of Claims 

4) E3 Claim(s) 1^7 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) ^ Claim(s) 1J_ is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Ciaim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

1 1) D The proposed drawing correction filed on is: a)Q approved b)Q disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§119 and 120 

13) Q Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a)DAII b)D Some*c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2.Q Certified copies of the priority documents have been received in Application No. . 

3-D Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 
Attachment(s) 

1) £3 Notice of References Cited (PTO-892) 4) ^ Interview Summary (PTO-413) Paper No(s). 



2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) 5) □ Notice of Informal Patent Application (PTO-1 52) 

3) □ Information Disclosure Statement(s) (PTO-1 449) Paper No(s) . 6) □ Other: 
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1. Claims 1, 2 and 5 are rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. 

Claims 1 and 2 are indefinite over the recitation of "said second set of primers amplifies 
said portion when position 16 is Arg but not when position 16 is Gly" and "said second set of 
primers amplifies said portion when position 16 is Gly but not when position 16 is Arg". The 
claims define only the second set of primers and it is unclear as to how the second set of primers 
can have both of the stated properties. It appears that the claim should be amended so that line 5 
of claim 1 refers to "the first set of primers", rather than the "second set of primers". 

Claim 5 is indefinite over the recitation of "said sequencing primer" because this phrase 
lacks proper antecedent basis since the claim does not previously refer to sequencing primer. 

2. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 3-6 are rejected under 35 U.S.C. 102(b) as being anticipated by Green (American 
Journal of Respiratory Cell and Molecular Biology (1995) 13:25-33). 

Green teaches methods for detecting B 2 AR genotypes wherein the methods comprise 
performing PCR using two sets of primers wherein the first set of primers contains a primer 
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which specifically hybridizes to a portion of the Z^AR gene comprising a sequence encoding an 
Arg at residue 16 and wherein the second set of primers contains a primer which specifically 
hybridizes to a portion of the B 2 AR gene comprising a sequence encoding a Gly at residue 16 
(see Table 1; page 26, col. 2 and page 29-30). Each primer set amplifies a portion of the Z? 2 AR 
gene comprising the sequence encoding amino acid residue 16. Green further teaches that PCR 
is performed using standard PCR reagents including buffers, DNA polymerase and dNTPs (page 
26) and that the assays were performed using control polynucleotides encoding either the Arg 16 
or Gly 16 variant. Accordingly, the method of Green requires a container comprising a primer 
set which amplifies a portion of the i^AR gene including the nucleotide sequence encoding 
amino acid residue 16, a buffer, a DNA polymerase and dNTPs and containers comprising said 
primer set, a buffer, DNA polymerase, dNTP and control polynucleotides. It is noted that while 
the claims require a kit and require that the primer set and reagents are arranged together in a 
container, the claims do not recite any positive limitations that distinguish the claimed kits over 
the containers comprising the reagents set forth by Green. It is further noted that kits are 
considered to be simply parts capable of being assembled (In re Venezia, 530 F. 2d 956, USPQ 
149 (CCPA 1976)) and that the recitation of the term "kit" does not impart any specific structural 
limitations or arrangement of parts/items. 

3. Claims 3-6 are rejected under 35 U.S.C. 102(b) as being anticipated by Reihsaus (American J. 
Resp. Cell Molec Biol. 1993. 83:334-339). 
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Reihsaus discloses methods for detecting the presence of polymorphisms in the B 2 - 
adrenergic receptor gene and in particular teaches methods which detect the presence of the 
Glyl6 and Argl6 variants of the B 2 -adrenergic receptor gene. Reihsaus teaches that the Glyl6 
genotype is more prevalent in severe forms of asthma than the Argl6 genotype. In the methods 
of Reihsaus, polymorphisms in the B 2 AR gene are detected by first amplifying sample DNA 
using a primer set which amplifies a portion of the B 2 AR gene including sequences which encode 
for the Argl6 and Glyl6 variants and then determining the sequence of the amplified DNA. 
PCR amplification was performed using conventional reagents, which are known to include 
dNTPs, buffer, and a DNA polymerase (Taq polymerase herein; see page 335). Accordingly, 
the method of Reihsaus requires a container comprising a primer set which amplifies a portion of 
the B 2 AR gene that includes the nucleotide sequence encoding amino acid residue 16, a buffer, a 
DNA polymerase and dNTPs. It is noted that while the claims require a kit and require that the 
primer set and reagents are arranged together in a container, the claims do not recite any positive 
limitations that distinguish the claimed kits over the containers comprising the reagents set forth 
by Green. It is further noted that kits are considered to be simply parts capable of being 
assembled (In re Venezia, 530 F. 2d 956, USPQ 149 (CCPA 1976)) and that the recitation of the 
term "kit" does not impart any specific structural limitations or arrangement of parts/items. 
4. The following is a quotation of 35 U.S. C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 



Serial Number: 09/990596 
Art Unit: 1634 



Page 5 



(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1.56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(f) or (g) prior art under 35 U.S.C. 103(a). 

Claims 1-7 are rejected under 35 U.S.C. 103(a) as being unpatentable over Green 
(American Journal of Respiratory Cell and Molecular Biology (1995) 13:25-33) in view of the 
Stratagene Catalog (1988, page 39). 

It is noted that this rejection applies to the claims based on the interpretation that the term 
"kit" may be given patentable weight. 

Green teaches methods for detecting B^AR genotypes wherein the methods comprise 
performing PCR using two sets of primers wherein the first set of primers contains a primer 
which specifically hybridizes to a portion of the B 2 AR gene comprising a sequence encoding an 
Arg at residue 16 and wherein the second set of primers contains a primer which specifically 
hybridizes to a portion of the B 2 AR gene comprising a sequence encoding a Gly at residue 16 
(see Table 1; page 26, col. 2 and page 29-30). Each primer set amplifies a portion of the i^AR 
gene comprising the sequence encoding amino acid residue 16. Green further teaches that PCR is 
performed using standard PCR reagents including buffers, dNTPs, and DNA polymerase (page 
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26) and that the assays were performed using control polynucleotides encoding either the Argl6 
or Glyl6 variant. Green (page 32) teaches that the Glyl6 polymorphism is associated with the 
nocturnal asthmatic phenotype and states that given the prevalence of the Glyl6 polymorphism 
in the asthmatic population, this "B Z AR genotype has the potential to be an important factor in 
modifying bronchial hyperactivity, affecting the severity of the disease or defining certain 
asthmatic phenotypes". Green does not teach packaging the B Z AR allele specific primer sets, 
reagents for performing PCR and control polynucleotides in a kit. 

However, reagent kits for performing DNA detection assays were conventional in the 
field of molecular biology at the time the invention was made. In particular, the Stratagene 
catalog discloses the general concept of kits for performing nucleic acid detection methods and 
discloses that kits provide the advantage of pre-assembling the specific reagents required to 
perform an assay and ensure the quality and compatibility of the reagents to be used in the assay. 
Accordingly, it would have been prima facie obvious to one of ordinary skill in the art at the time 
the invention was made to have packaged the B Z AR allele specific primer sets, reagents for 
performing PCR (buffers, dNTPs, and DNA polymerase) and control polynucleotides in a kit for 
the expected benefits of convenience and cost-effectiveness for practioners in the art wishing to 
determine the genotype of the B Z AR gene with respect to the Argl6Gly polymorphism. 
5. Claims 3-6 are rejected under 35 U.S.C. 103(a) as being unpatentable over Reihsaus 
(American J. Resp. Cell Molec Biol. 1993. 83:334-339) in view of the Stratagene Catalog (1988, 
page 39). 
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It is noted that this rejection applies to the claims based on the interpretation that the term 
"kit" may be given patentable weight. 

Reihsaus discloses methods for detecting the presence of polymorphisms in the Bg - 
adrenergic receptor gene and in particular teaches methods which detect the presence of the 
Glyl6 and Argl6 variants of the Bg -adrenergic receptor gene. Reihsaus teaches that the Glyl6 
genotype is more prevalent in severe forms of asthma than the Argl6 genotype. In the methods 
of Reihsaus, polymorphisms in the B 2 AR gene are detected by first amplifying sample DNA 
using primers which amplify a portion of the BgAR gene including sequences which encode for 
the Argl6 and Glyl6 variants and then determining the sequence of the amplified DNA. The 
methods of Reihsaus utilize the following reagents: primers for amplifying a portion of the B 2 AR 
gene including sequences encoding residue 16, sequencing primers, DNA polymerase, dNTPs, 
ddNTPs, and buffers (see page 335). Reihsaus (page 338) teaches that patients with the Argl6 
to Gly polymorphism were more likely to be steroid dependent and to require immunization 
therapy. Reihsaus also states that this polymorphism "may be associated with a different clinical 
status, suggesting that an alteration in the gene encoding for the B 2 AR gene plays an accessory 
role in the pathogenesis of asthma in certain patients" (see abstract). Reihsaus does not teach 
packaging the reagents required to amplify and determine the sequence of the B 2 AR gene in a kit. 

However, reagent kits for performing DNA detection assays were conventional in the 
field of molecular biology at the time the invention was made. In particular, the Stratagene 
catalog discloses the general concept of kits for performing nucleic acid detection methods and 
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discloses that kits provide the advantage of pre-assembling the specific reagents required to 
perform an assay and ensure the quality and compatibility of the reagents to be used in the assay. 
Accordingly, it would have been prima facie obvious to one of ordinary skill in the art at the time 
the invention was made to have packaged the primer set for amplifying BgAR sequences 
including sequences encoding residue 16, reagents required to perform PCR(amplification 
buffers, dNTPs, DNA polymerase) and primers and reagents required to perform sequencing 
reactions (e.g., sequencing primers, sequencing buffers, dNTPs, ddNTPs, DNA polymerase) in a 
kit for the expected benefits of convenience and cost-effectiveness for practioners in the art 
wishing to determine the genotype of the B 2 AR gene with respect to the Argl6Gly 
polymorphism. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Carla Myers whose telephone number is (703) 308-2199. The 
examiner can normally be reached on Monday-Thursday from 6:30 AM-5:00 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, W. Gary Jones, can be reached on (703)-308-l 152. The fax number for the 
Technology Center is (703)-305-3014 or (703)-305-4242. 

Any inquiry of a general nature or relating to the status of this application should be 
directed to the receptionist whose telephone number is (703) 308-0196. 



Carla Myers 
June 12, 2002 




